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14.0 Investigator's Agreement

1. I have received and reviewed the Investigator's Brochure for ABT-494 
(upadacitinib).

2. I have read this protocol and agree that the study is ethical.

3. I agree to conduct the study as outlined and in accordance with all applicable 
regulations and guidelines.

4. I agree to maintain the confidentiality of all information received or developed in 
connection with this protocol.

5. I agree that all electronic signatures will be considered the equivalent of a 
handwritten signature and will be legally binding.

Protocol Title: A Phase 2b Multicenter, Randomized, Placebo-Controlled, Double-
Blind Dose-Ranging Study to Evaluate ABT-494 (Upadacitinib) in 
Adult Subjects with Moderate to Severe Atopic Dermatitis

Protocol Date: 30 August 2017

Signature of Principal Investigator Date

Name of Principal Investigator (printed or typed)
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Appendix A. Responsibilities of the Clinical Investigator

Clinical research studies sponsored by AbbVie are subject to the Good Clinical Practices 
(GCP) and local regulations and guidelines governing the study at the site location.  In 
signing the Investigator Agreement in Section 14.0 of this protocol, the investigator is 
agreeing to the following:

1. Conducting the study in accordance with the relevant, current protocol, making 
changes in a protocol only after notifying AbbVie, except when necessary to 
protect the safety, rights or welfare of subjects.

2. Personally conducting or supervising the described investigation(s).

3. Informing all subjects, or persons used as controls, that the drugs are being used for 
investigational purposes and complying with the requirements relating to informed 
consent and ethics committees (e.g., independent ethics committee [IEC] or 
institutional review board [IRB]) review and approval of the protocol and 
amendments.

4. Reporting adverse experiences that occur in the course of the investigation(s) to 
AbbVie and the site director.

5. Reading the information in the Investigator's Brochure/safety material provided, 
including the instructions for use and the potential risks and side effects of the 
investigational product(s).

6. Informing all associates, colleagues, and employees assisting in the conduct of the 
study about their obligations in meeting the above commitments.

7. Maintaining adequate and accurate records of the conduct of the study, making 
those records available for inspection by representatives of AbbVie and/or the 
appropriate regulatory agency, and retaining all study-related documents until 
notification from AbbVie.

8. Maintaining records demonstrating that an ethics committee reviewed and 
approved the initial clinical investigation and all amendments.
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9. Reporting promptly, all changes in the research activity and all unanticipated 
problems involving risks to human subjects or others, to the appropriate individuals 
(e.g., coordinating investigator, institution director) and/or directly to the ethics 
committees and AbbVie.

10. Following the protocol and not make any changes in the research without ethics 
committee approval, except where necessary to eliminate apparent immediate 
hazards to human subjects.
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Appendix B. List of Protocol Signatories

Name Title Functional Area
Clinical Development, Immunology
Clinical Development, Immunology
Clinical Development, Immunology
Pharmacovigilance and Patient Safety
Data and Statistical Sciences
Clinical Pharmacokinetics

Clinical Operations
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Appendix C. TB Risk Assessment Form Example

1. Have you or an immediate family member or other close contact ever been 
diagnosed or treated for tuberculosis?

2. Have you lived in or had prolonged travels to countries in the following regions:

● Africa
● Eastern Europe
● Asia
● Latin America
● Caribbean Islands
● Russia

3. Have you lived or worked in a prison, homeless shelter/refugee camp, immigration 
center, health care worker in a hospital or nursing home?

4. Have you, or an immediate family member, had any of the following problems for 
the past 3 weeks or longer:

● Chronic Cough
● Chest pain, or pain with breathing or coughing
● Blood-Streaked Sputum (coughing up blood)
● Unexplained Weight Loss
● Fever
● Fatigue/Tiredness
● Night Sweats
● Shortness of Breath

From: http://www mayoclinic.org/diseases-conditions/tuberculosis/symptoms-causes/dxc-20188557
http://www.in.gov/fssa/files/Tuberculosis_Questionnaire.pdf
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Appendix D. Investigator's Global Assessment Example

Score Short Description Detailed Description
0 Clear No inflammatory signs of atopic dermatitis
1 Almost Clear Just perceptible erythema and just perceptible 

papulation/infiltration
2 Mild Mild erythema and mild papulation/infiltration
3 Moderate Moderate erythema and moderate 

papulation/infiltration
4 Severe Severe erythema and severe papulation/infiltration 

with or without oozing/crusting
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Appendix E. Eczema Area and Severity Index (EASI) Scoring Example

An EASI score is a tool used to measure the extent (area) and severity of atopic eczema 
(Eczema Area and Severity Index).  EASI score does not include a grade for dryness or 
scaling.

Assignments for the following body regions are as follows: 

● Head and Neck
● Trunk:  include with the lower extremities
● Upper limbs 
● Lower limbs

Area Score

Area score is recorded for each of the four regions of the body.  The area score is the 
percentage of skin affected by eczema.

Area score Percentage of skin affected by eczema in each region:

● 0 = no eczema in this region
● 1 = 1% – 9%
● 2 = 10% – 29% 
● 3 = 30% – 49% 
● 4 = 50% – 69% 
● 5 = 70% – 89% 
● 6 = 90% – 100%:  the entire region is affected by eczema

Severity Score

Severity score is recorded for each of the four regions of the body.  The severity score is 
the sum of the intensity scores for four signs.
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The four signs are: 

1. Redness (erythema, inflammation)

2. Thickness (induration, papulation, swelling – acute eczema)

3. Scratching (excoriation) 

4. Lichenification (lined skin, prurigo nodules – chronic eczema)

The average intensity of each sign in each body region is assessed as:  none (0), mild (1), 
moderate (2) and severe (3).

Score Intensity of redness, thickness/swelling, scratching, lichenification:

0 = None, absent 
1 = Mild 
2 = Moderate 
3 = Severe

For each region, record the intensity for each of four signs and calculate the severity 
score.

Severity score = redness intensity + thickness intensity + scratching intensity + 
lichenification intensity

For each region, multiply the severity score by the area score and by a multiplier.

● Head and neck:  severity score × area score × 0.1
● Trunk:  severity score × area score × 0.3
● Upper limbs:  severity score × area score × 0.2
● Lower limbs:  severity score × area score × 0.4

Add up the total scores for each region to determine the final EASI score.  The minimum 
EASI score is 0 and the maximum EASI score is 72.
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Appendix F. SCORing Atopic Dermatitis (SCORAD) Example

The SCORAD is a tool used in clinical research and clinical practice that was developed 
to standardize the evaluation of the extent and severity of AD.20

Body Area Affected:

The extent of AD is assessed as a percentage of each defined body area.  To help in 
determining this extent, the sites affected by eczema are shaded on a drawing of a body.  
The rule of 9 is used to calculate the affected area (A) as a percentage of the whole body:

● Head and neck 9%
● Upper limbs 9% each
● Lower limbs 18% each
● Anterior trunk 18%
● Back 18%
● Genitals 1%

The score for each area is added up.  The total area is 'A,' which has a possible maximum 
of 100%.

Symptom Severity:

A representative area of eczema is selected.  In this area, the intensity of each of the 
following 6 specific symptoms is assessed as none (0), mild (1), moderate (2) or severe 
(3).

● Redness
● Swelling
● Oozing/crusting
● Scratch marks
● Skin thickening (lichenification)
● Dryness (this is assessed in an area where there is no inflammation)
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The scores for these 6 specific symptoms should be added, for a maximum of 18 total 
points, assigned as "B" in the overall SCORAD calculation.

Subjective Symptoms:

Subjective assessment of itch and sleeplessness is recorded for each symptom by the 
subject on a visual analogue scale (VAS), where 0 is no itch (or sleeplessness) and 10 is 
the worst imaginable itch (or sleeplessness), with a maximum possible score of 20.  This 
parameter is assigned as "C" in the overall SCORAD calculation.

(10 cm in length)

SCORAD Calculation:

The SCORAD is calculated as:  A/5 + 7B/2 + C. 



ABT-494
M16-048 Protocol Amendment 5
EudraCT 2016-002451-21

133

Appendix G. Dermatology Life Quality Index (DLQI) Example
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Appendix I. Medical Outcomes Study (MOS) Sleep Scale-Revised Example
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Appendix J. Patient Oriented Eczema Measure (POEM) Example
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Appendix K. Asthma Symptoms Questionnaire Example
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Appendix L. Daytime Nasal Symptoms Questionnaire Example
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Appendix M. Atopic Dermatitis Symptom Scale (ADerm-SS) Questionnaire 
Example
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Appendix N. Atopic Dermatitis Impact Scale (ADerm-IS) Questionnaire 
Example
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Appendix O. Patient Global Impression of Severity (PGIS) Questionnaire 
Example
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Appendix P. Local Canada Requirements

Section 5.2.1, Inclusion Criteria

10. If female of childbearing potential, must be practicing at least two reliable 
methods of contraception (one highly effective method combined with one 
effective method, refer to Section 5.2.4), that are effective from Study Day 1 
through at least 30 days after the last dose of study drug.

11. If male, and subject is sexually active with the female partner(s) of childbearing 
potential, he must agree, from Study Day 1 through 30 days after the last dose of 
study drug, to practice the protocol-specified contraception (refer to Section 5.2.4).

Section 5.2.4, Contraception Recommendations

Contraception Recommendation for Females

A woman who is postmenopausal or permanently surgically sterile (bilateral 
oophorectomy, bilateral salpingectomy or hysterectomy) is not considered to be a woman 
of childbearing potential and is not required to follow contraception recommendations.  

Postmenopausal is defined as:

● Age ≥ 55 years with no menses for 12 or more months without an alternative 
medical cause; or

● Age < 55 years with no menses for 12 or more months without an alternative 
medical cause AND an FSH level > 40 mIU/L.

A woman who does not meet the definition of postmenopausal or permanently surgically 
sterile is considered of childbearing potential and is required to use two forms of 
contraception.  This includes one form of highly effective contraception and one effective 
method of contraception.  That is effective from Study Day 1 (or earlier) through at least 
30 days after the last dose of oral study drug.
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● Highly effective methods:
○ Hormonal contraceptives started at least 2 months prior to randomization 

(e.g., combined [estrogen and progestogen containing] [oral contraceptives, 
patch, vaginal ring, injectables, and implants); 

○ Intrauterine device (IUD) or intrauterine system (IUS); 
○ Vasectomy and tubal ligation.

● Effective methods:
○ Barrier methods of contraception (e.g., male condom, female condom, 

cervical cap, diaphragm, contraceptive sponge)
○ Note: The proper use of diaphragm or cervical cap includes use of 

spermicide and is considered one barrier method. The cervical cap and 
contraceptive sponge are less effective in parous women. The use of 
spermicide alone is not considered a suitable barrier method for 
contraception.  When used consistently and correctly, "double barrier" 
methods of contraception (e.g., male condom with diaphragm, male 
condom with cervical cap) can be used as an effective alternative to the 
highly effective contraception methods described above.  Male and female 
condoms should not be used together as they can tear or become damaged.

Contraception Recommendation for Males

For a male subject who has a female partner who is postmenopausal or permanently 
sterile, no contraception is required.

A male subject who is sexually active with female partner(s) of childbearing potential 
must agree from Study Day 1 through 30 days after the last dose of oral study drug to 
practice contraception with:

● Condom use and female partner(s) using at least one of the highly effective 
contraceptive methods (as defined in the protocol for female study subjects of 
childbearing potential).



ABT-494
M16-048 Protocol Amendment 5
EudraCT 2016-002451-21

150

Additionally, male subjects must agree not to donate sperm from Study Day 1 through 
30 days after the last dose of oral study drug.

Male subjects are responsible for informing his partner(s) of the risk of becoming 
pregnant and for reporting any pregnancy to the study doctor.  If a pregnancy occurs, a 
partner authorization form requesting pregnancy outcome information will be requested 
from the pregnant partner.
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Appendix Q. Protocol Amendment:  List of Changes

The summary of changes is listed in Section 1.1.

Specific Protocol Changes:

Section 6.1.1.3  Adverse Events of Special Interest
Add:  new tenth bullet

Decreased lymphocyte counts

Section 8.1.6.2.1  Treatment-Emergent Adverse Events (TEAE)
Eighth paragraph previously read:

The AEs of special interest (including but not limited to serious infections, opportunistic 
infections, malignancy, hepatic disorder, gastrointestinal perforations, anemia, 
neutropenia, herpes zoster, creatine phosphokinase (CPK elevation), renal dysfunction, 
tuberculosis, adjudicated cardiovascular events, cardiac arrhythmias) will be summarized.  
Event rate (per 100 patient years) for AEs of special interest will also be summarized for 
the combined safety analysis of Period 1 and Period 2.

Has been changed to read:

● The AEs of special interest (including but not limited to serious infections, 
opportunistic infections, malignancy, hepatic disorder, gastrointestinal 
perforations, anemia, neutropenia, herpes zoster, creatine phosphokinase (CPK 
elevation), decreased lymphocyte counts, renal dysfunction, tuberculosis, 
adjudicated cardiovascular events, cardiac arrhythmias) will be summarized.  
Event rate (per 100 patient years) for AEs of special interest will also be 
summarized for the combined safety analysis of Period 1 and Period 2.


